I 


AD-A266  282 


HIM 


LONGTERM  FOLLOW-UP  OF  PATIENTS  IN  CSP  #298  "TREATMENT  OF  PATIENTS 
WITH  ACQUIRED  DEFICIENCY  SYNDROME  (AIDS) 

AND  AIDS  RELATED  COMPLEX" 


ANNUAL  REPORT 


M.  J.  SIMBERKOFF 
J.  HAMILTON 


APRIL  1,  1993 


Supported  by 

U.S.  ARMY  MEDICAL  RESEARCH  AND  DEVELOPMENT  COMMAND 
Fort  Detrick,  Frederick,  Maryland  21702-5012 


dtic 

elect El 
JUN2  91993 


Project  Order  No.  91PP1805 


Department  of  Veterans  Affairs 
Cooperative  Studies  Program  (121A4 
1511  DM&S,  819  Vermont  Avenue 
Washington,  DC  20420 


Approved  for  public  release;  distribution  unlimited. 


The  findings  in  this  report  are  not  to  be  construed  as  an 
official  Department  of  the  Army  position  unless  so  designated 

by  other  authorized  documents 


D 


98  6 


0l* 


93-14710 


REPORT  DOCUMENTATION  PAGE 


fa/m  Apptoved 

0M8  Vo  0-'0d  0188 


J.DI.C  -roc**  3V3*'*  *Or  ’*»•*  .1  ^*>0*  >»  *'  «•*'«•?+  X'  vd'-'q  ,fc#  '  “•'*  *<!»  p.  r«v  «■}  -it«  »  -r*  **  \l  pyj  J*<#  W  *"1 

,?XJ  "i.ru.r.ni}  :*■*  l4t<  'e^CIIMJ  irm  CrT'o*#'i"^  i-XJ  *»  "*P  ..*  5t  •P'va  .*•<**«*>  "•  »  Dutjr'  v.4i»  X  lP*f  iSi*" 1  ;*•’*■* 

Oil^.'TJijn  *  Jicr*  'Xw<J**q  0rt* ’O'  *<3uv^^  'f1^  3v'0«''  ‘C  *  BV'^EOP*  -P*0<KBr’ »'S  I  »p*~  J»BU*  *<X  Iop-bi-C1**  II-XJ  i  } 

;U‘»e  2C4  ^4  *2202  4)02  i«xa  *0 '*<»  )**‘  e  >**•*«'■' *$e*"*A‘  #»xj  *w<5  3*^  *  »o*'*C'»  “Kv*'*  *'■>**,•:  fl'C«  -3‘IU  fv  BV*  *x}<  ^  1C  .OVCI 


1  AGENCY  USE  ONLY  a*A*«  y*r'k) 


2  REPORT  OATE 

April  1,  1993 


4.  TITLE  ANO  SUBTITLE 

Longterm  Follow-up  of  Patients  in  CSP  4298 
"Treatment  of  Patients  with  Acquired  Deficiency 
Syndrome  (AIDS)  and  AIDS  Related  Complex" 


6  AUTHOR(S) 

M.  J.  Simberkoff 
J.  Hamilton 


J  REPORT  TYPE  ANO  DATES  COVERED 

Annual  1  Apr  92  -  30  Mar  93 


S  FUNOlNG  NUMBERS 

9 1 PP 1 3  0  5 
63105A 
30263105DH29 
DA335856 


7.  PERFORMING  ORGANIZATION  NAME(S)  ANO  ADORESS(ES) 

Department  of  Veterans  Affairs 
Cooperative  Studies  Program  (121A4) 
1511  DM&S,  819  Vermont  Avenue 
Washington,  DC  20420 


PERFORMING  ORGANIZATION 
REPORT  NUMBER 


9.  SPONSORING  MONITORING  AGENCY  NAME(S)  ANO  AOORESS(IS) 

U.S.  Army  Medical  Research  &  Development  Command 
Fort  Detrick 

Frederick,  Maryland  21702-5012 


10  SPONSORING  MONITORING 
AGENCY  REPORT  NUMBER 


12a  DISTRIBUTION  AVAILABILITY  STATEMENT 


12b.  DISTRIBUTION  COOC 


Approved  for  public  release; 
distribution  unlimited 


14.  SUBJECT  TERMS 

AIDS,  HIV  Infection,  Viral  resistance, 
Zidovudine 

AZT, 

17.  SECURITY  CLASSIFICATION 

18.  SECURITY  CLASSIFICATION 

19. 

SECURITY  CLASSIFICATION 

Of  REPORT 

OF  THIS  PAGE 

OF  ABSTRACT 

Unclassified 

Unclassified 

Unclassi f ied 

MSN  T5AG-01  -280-SSOO 


IS.  NUMBER  Of  PAGES 


IB.  PWCf  C 


nnlimited 


Standard  Form  298  iRev  2-89) 

>'«cr t*«  9f  **rti  \t*  n+-'t 


FOREWORD 


"cmions,  l  o  t e  ■  o  :  e a  t :  o n 5  ,  :  :r,c  1 us  icns  ,  jog  :  eccmme-.  :a  t  :  ;r.$ 

-.nose  of  the  author  and  are  not  necessarily  endorsee  ny  the 
. 3 .  Army . 


i%Jl  Whe  re 

been  obtained 


copyrighted  material 
to  use  such  material 


s  quoted,  permission  has 


HU  _where 

distribution 

material. 


mater  la  1 
is  quoted. 


from  documents  designated  for 
permission  has  been  obtained 


1 im i ted 
to  use  the 


Citations  cf  commercial 
eport  do  not  constitute  an  official 
or  approval  of  the  products  or 


this 

endorsement 
organizations 


organ i za t ions  and  trade 
Department 
se rvices 


names  : 
o  t  the  A  rm 
c  these 


'2ML  conducting  research  using  animals,  the 

invest igator ( s )  adhered  to  the  "Guide  for  the  Care  ana  USe  of 
Laboratory  Animals,"  prepared  by  the  Committee  on  Care  and  Use 
of  Laboratory  Animals  of  the  Institute  of  Laboratory  Animal 
Resources,  National  Research  Council  (NIH  Publication  No.  36-23 
Rev i sed  1985' . 

For  the  p  rotection  of  human  subjects,  the 
investigator! s)  nave  adhered  to  policies  of  aopl icacle  Federal 
Law  45  CFR  46. 


ThA  A  in 

technology, 
promu Igated 


conducting  research  utilizing  recombinan 
the  i nves t iga tor ( s )  adhered  to  current 
by  the  National  Institutes  of  Health. 


t  DNA 

;u idel ines 


UlM 


In  the  conduct  of  research  utilizing  recombinant  DNA, 
:he  investigator(s)  adhered  to  the  NIH  Guidelines  for  Research 
nvolving  Recombinant  CNA  Molecules. 


7x.xi . > 

organ l sms , 
BLCsafety 


the  conduct  of  research  involving  hazardous 
the  i  nvest  igator  (  s )  adhered  to  the  CDC-NTH  Guide  for 
in  Microbiological  and  Biomedical  Laboratories. 


1 


Introduction 


This  is  the  second  annua!  report  for  the  extended  follow-up  of  patients  originally 
enrolled  in  the  VA  CSP  Study  No.  298.  The  original  study  was  a  4-year,  double-blind, 
placebo-controlled  study  of  the  efficacy  and  safety  of  azidothymidine  (AZT :  250  mg  q  4 
hr,  p.o.)  for  patients  with  symptomatic  HIV  infection  and  CD4  counts  between  200  and 
500  cetls/mm3.  In  that  study  we  compared  the  benefits  and  liabilities  of  initiating  AZT 
early  (i.e.,  at  study  enrollment)  versus  initiating  it  late  (i.e.,  when  AIDS  occurred  or  CD4 
counts  declined  to  <  200  cells/mm3).  That  study  ended  in  January  1991,  finding  that 
early  AZT  therapy  delays  the  progression  to  AIDS  but  does  not  give  a  concomitant 
increase  in  survival  time  [1]. 

The  present  sLudy  is  a  3-year  extended  follow-up  of  the  patients  who  survived  the 
original  study.  Its  goals  are  to  assess  early  versus  late  AZT  therapy  in  terms  of  long-term 
morbidity,  toxicity,  and  drug  resistance.  For  this  study,  the  dosage  of  AZT  is  500  mg 
daily,  the  dosage  now  recommended  by  the  manufacturer  and  the  FDA. 

II.  Study  results 

The  results  reported  here  are  based  on  data  collected  as  of  January  1,  1993. 
More  than  70%  of  the  295  patients  who  were  alive  at  the  end  of  Part  I  of  the  study  agreed 
to  participate  in  Part  II.  The  other  30%  are  being  followed  passively  through  the  patient 
treatment  file,  which  is  a  national  database  of  hospital  admissions  to  all  VAs,  through  the 
death  benefit  registry,  and  through  chart  reviews.  By  these  efforts  we  believe  that  we  will 
know  about  most  of  the  progressions  and  deaths  that  occur  in  our  study  population. 

For  the  patients  in  this  extended  follow-up,  most  of  them  (90%)  are,  or  have  been, 
taking  AZT.  Some  22%  have  also,  or  instead,  taken  some  other  anti-retroviral  agent  such 
as  ddl  or  ddC.  Ten  percent  are,  or  have  been,  enrolled  in  other  studies.  A  few  have 
refused  any  anti-retroviral. 

CD4  count.  We  now  have  a  great  deal  of  information  about  CD4  count  over 
time.  Figure  1  shows  that  early  therapy  oroduces  an  initial  increase  in  CD4  count  that 
is  maintained  over  time  compared  with  late  therapy.  Figure  2  shows  that  Blacks  and 
Hispanics,  as  compared  with  non-Hispanic  Whites,  continue  to  appear  to  respond 
differently  to  the  disease  and/or  the  therapy. 

Progression  to  AIDS.  In  the  present  extended  follow-up  (Part  II),  42  additional 
patients  have  progressed  to  AIDS,  22  of  whom  were  originally  assigned  to  early  therapy 
and  20  to  later  therapy.  Combining  these  with  those  who  progressed  in  Part  I,  we  have 
a  total  of  1 18  patients  who  have  progressed:  50  in  the  early-therapy  group  and  68  in  the 
late-therapy  group.  Table  1  shows  the  progressions  that  have  occurred  during  the  entire 
study  (Part  I  and  II)  and  the  breakdown  according  to  the  following  patient  characteristics 
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at  entry  to  the  study:  CD4  strata  (low  stratum  being  counts  between  200  and  299;  high 
stratum  being  counts  between  300  and  500),  race,  intravenous  drug  use,  and  immune 
status  as  measured  by  skin  response  to  a  panel  of  standard  antigens.  The  early-therapy 
group  continues  to  have  an  advantage,  although  over  time  it  is  diminishing  and  the 
difference  between  groups  is  no  longer  significant  (p  =  0.07)  In  the  various  subgroups, 
the  relationships  are  much  the  same  as  they  were  at  the  end  of  Part  I,  but  with  the 
increased  numbers  of  events  more  of  these  are  now  significant.  The  relative  risks  (shown 
as  late/early  therapy)  remain  substantially  the  same  as  they  were  at  the  end  of  Part  f. 
The  confidence  intervals,  however,  are  shorter. 

Table  2  shows  the  first  AIDS-defining  event  for  those  who  progressed  (the  data  is 
cumulative,  from  the  beginning  of  Part  I  to  the  present).  Of  note,  there  are  significantly 
fewer  patients  in  the  early-therapy  group  whose  first  event  was  either  lymphoma  (p  = 
0.05)  or  dementia  (p  =  0.01).  Table  2  also  shows  the  number  of  patients  who  have  had 
subsequent  AIDS-defining  diagnoses.  A  higher  proportion  of  patients  in  the  early-therapy 
group  have  had  an  additional  AIDS  diagnosis  compared  with  those  in  the  late-therapy 
group  (61%  vs.  49%). 

We  are  currently  using  the  1987  CDC  definition  of  AIDS  and  plan  to  continue  to  do 
so.  As  the  definition  of  progression  to  AIDS  continues  to  broaden,  however,  we  may  at 
some  point  need  to  have  two  parallel  definitions,  going  back  over  our  records  and 
reclassifying  some  of  the  patients.  For  us  to  do  this,  the  CDC’s  recent  inclusion  of  the 
fall  in  CD4  count  to  less  than  200  would  not  present  a  problem  because  we  have  this 
data,  but  some  of  the  other  recent  inclusions  may  prove  difficult  to  establish  with  certainty 
in  a  retrospective  chart  review. 

Survival.  As  of  this  report,  approximately  a  third  of  our  patients  have  died.  In  Part 
II,  67  patients  have  died:  30  in  the  early-therapy  group  and  37  in  the  late-therapy  group. 
Combining  these  deaths  with  those  of  Part  I,  we  have  1 10  deaths  overall:  53  in  the  early- 
therapy  group  and  57  in  the  late-therapy  group.  As  shown  in  Table  3,  the  overall  survival 
continues  to  be  the  same  for  each  treatment  group.  Among  subgroups,  however,  survival 
remains  similar  to  that  found  at  the  end  of  Part  I,  where  Blacks  and  Hispanics  originally 
assigned  to  placebo  had  fewer  deaths  than  the  Blacks  and  Hispanics  who  received  AZT 
at  study  entry  (early  therapy). 

Figure  3  shows  survival  after  the  first  AIDS-defining  event.  Currently,  the  median 
post-AIDS  survival  is  16.6  months  for  the  late-therapy  patients  and  11.8  months  for  the 
early-therapy  patients. 

We  are  in  the  process  of  classifying  the  deaths  as  AIDS-related  and  -unrelated. 
For  the  deaths  that  have  been  classified  thus  far,  there  is  no  difference  between  the  two 
treatments  (see  Figure  4). 

Viral  resistance.  To  date,  peripheral  blood  mononuclear  cells  from  all  patients  who 
signed  up  for  Part  II,  as  well  as  the  virus,  if  any,  that  is  recovered  from  these  cells,  have 
been  shipped  to  CDR  Douglas  Mayers  at  the  Walter  Reed  Army  Institute  of  Research. 
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Another  group  of  specimens  is  currently  being  prepared  for  shipment. 

Our  manuscript  on  the  case-control  study  of  virus  resistance  in  collaboration  with 
Burroughs  Wellcome  has  been  accepted  by  the  Journal  of  AIDS  [2],  In  this  study,  we 
recovered  virus  from  17  pairs  of  patients,  where  each  pair  was  matched  as  to  CD4  count 
and  length  of  exposure  to  AZT.  in  each  matched  pair,  the  case  had  progressed  to  AIDS 
or  had  a  sustained  fail  in  CD4  count  to  <  200,  and  the  control  had  not  had  either  of  these 
events.  We  found  that  viral  resistance  to  zidovudine  is  associated  with  disease 
progression.  We  also  found  that  the  syncitium-inducing  phenotype  is  associated  with 
disease  progression,  and  we  speculate  that  this  latter  association  may  be  the  more 
important. 

We  are  also  investigating  the  relationship  between  viral  resistance  and  outcome  for 
the  two  treatment  groups  of  our  study  but  have  no  results  to  report  yet. 

Quality  of  life.  We  are  continuing  to  analyze  the  quality  of  our  patients’  lives.  The 
Sickness  Impact  Profile  (SIP),  which  measures  the  patient’s  sense  of  physical  and 
psychosocial  well-being,  shows  some  initial  improvement  in  both  the  early-therapy  and 
late-therapy  groups  for  the  first  study  year,  improvement  in  the  late-therapy  group  for  the 
second  study  year,  and  improvement  in  the  late-therapy  group  for  the  fifth  study  year. 
There  are,  however,  no  statistically  significant  differences  between  treatment  groups 
whether  one  looks  at  the  overall  scores  or  at  the  separate  scores  for  the  physical  and 
psychosocial  components. 

We  have  also  reproduced  the  Q-TWiST  analysis  done  by  Richard  Gelber  for  the 
NIH’s  ACTG  016  data.  This  analysis  indicates  that  the  patients  treated  early  have  more 
time  without  symptoms  or  toxicity  (TWiST)  (2.3  months)  and  less  overall  life  (1  month). 
We  have  not  yet  done  an  error  analysis,  but  these  differences  do  not  seem  very 
compelling.  The  threshold  utility  analysis  indicates  that  for  a  greater  range  of  utility  values 
early  therapy  is  better. 

Neurophychological  tests.  At  the  beginning  of  Part  II,  we  began  administering  the 
Trails  A  and  Trails  B  tests  as  a  way  to  detect  early  dementia  so  that  a  complete  battery 
of  neurophyshological  testing  could  be  done  at  an  appropriate  time.  There  seem  to  be 
some  differences  between  the  two  therapy  groups,  although  statistical  tests  have  not  yet 
been  done  and  the  data  are  difficult  to  interpret.  We  have  also  looked  at  the  Folstein 
Mini-Mental,  which  we  used  throughout  Part  I.  The  results  suggest  that  early  therapy  is 
better,  which  could  be  related  to  the  greater  number  of  patients  in  the  later-therapy  group 
who  received  a  diagnosis  of  HIV  dementia. 

Immune  responses.  We  have  investigated  the  relationship  between  various 
immunologic  parameters  and  outcome.  Most  of  the  parameters  shown  by  other  authors 
to  be  related  to  outcome  are  related  in  our  data  as  well.  We  did  find,  in  particular,  that 
anergy  and  CD4  count  are  independent  predictors  of  outcome  (see  Table  4). 

III.  Conclusion 
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The  study  continues  to  progress  well.  We  are  confident  that  we  wilt  be  able  to 
follow  most  of  our  patients  throughout  the  remainder  of  the  study  and  to  have  access  to 
the  records  of  most  of  those  who,  for  one  reason  or  another,  are  lost  to  routine  follow-up. 

During  this  extended  follow-up,  we  are  amassing  valuable  data  that  no  one  else  in 
this  country  has  been  able  to  collect  because  of  the  short  duration  of  their  studies.  In  a 
recent  publication,  Study  Cochairman  Michael  S.  Simberkoff,  M.D.,  et  al.  addressed  the 
problems  that  we  confronted  when  other  similar  studies  were  stopped  [4],  We  will 
continue  to  analyze  our  data  and  to  prepare  our  analyses  for  publication.  There 
continues  to  be  international  interest  in  our  study.  The  Study  Cochairman  John  Hamilton, 
M.D.,  gave  an  invited  presentation  on  the  results  of  Part  I  of  the  study  at  the  international 
AIDS  meeting  in  Amsterdam  [5],  the  Institut  Pasteur  in  Paris  [6],  and  the  Karolinska 
Institut  in  Stockholm  [7].  He  has  also  been  invited  to  make  a  presentation  at  a  satellite 
meeting  of  the  international  AIDS  conference  in  Berlin  this  summer  [8]. 
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